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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 04 January 2006 . 
2a)S This action is FINAL. 2b)n This action is non-final. 
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Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
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DETAILED ACTION 

This Office Action is a reply to the Paper filed 4 January 2006 in response to the Non- 
Final Office Action mailed 9 August 2005. Claims 40-57 were considered in the 9 August Office 
Action. Claim 46 was cancelled and claim 40 was amended in the 4 January Paper. Claims 40-45 
and 47-57 are pending and under consideration. 

Response to Amendment and Arguments 
Rejection of claim 46 is rendered moot by the cancellation thereof 

Claim Rejections - 35 USC S 1 12 

Rejection of claims 40-45 and 49-57 under 35 U.S.C. 1 12, first paragraph, as lacking 
enablement for the full scope of the claimed subject matter is withdrawn in view of the 
amendment to claim 40. 

Rejection of claims 40-45 and 49-57 under 35 U.S.C. 1 12, second paragraph, as being 
indefinite is withdrawn in view of the amendment to claim 40. 

Claim Rejections - 35 USC S 103 

Claims 40-45 and 47-56 stand rejected under 35 U.S.C. 103(a) as being unpatentable 
over Kim a/. {1999:) Genome Res. 8:404-412 in view of Wang a/. (1996)7. Virol 70:8422- 
8430 as evidenced by Woodfield et al (2000) Nucl Acids Res. 28:3323-3331 for the reasons set 
forth in the 9 August Office Action commencing at page 8 and herein below in the response to 
Applicant arguments. 
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Claims 40, 56 and 57 stand rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kim et al {supra) in view of Wang et al {supra) and further in view of Saeki et al (1998) Hum, 
Gene Ther. 9:2787-2794 for the reasons set forth in the 9 August Office Action conmiencing at 
page 12 and herein below in the response to Applicant arguments. 

Response to Arguments 

In response to the prima facie rejection of record, Applicant does not deny that the 
combined teachings of the cited art contain all of the elements of the claimed invention but 
contends that the skilled artisan would not have been motivated to combine the teachings. To 
support this position. Applicant first quotes a passage firom the Office Action stating the nature 
of the problem to be solved in the method of Kim et al and contends that no motivation can be 
found in the nature of the problem to be solved because Kim et al has adequately solved the 
problem. See bridging pages 9-10. Li the subsequent paragraphs, Applicant contends that Kim et 
al demonstrates that the system set forth in the reference had more than adequately solved the 
problem of providing BAG clones comprising genomic DNA inserts with the capacity to 
transform sufficient nxmibers of mammalian cells for functional analysis of the cloned inserts. 

This argument has been fully considered but is not deemed persuasive. It is first noted 

that the passage cited by Applicant is a fragment of sentence and is quoted out of context. The 

complete passage is found on page 10 of the 9 August Office Action and reads in full: 

Motivation to combine these teachings comes from the nature of the problem 
solved in the method of Kim et al, which is to provide BAG clones comprising 
genomic DNA inserts with the capacity to transform sufficient numbers of 
mammalian cells with for functional analysis of the cloned inserts; the 
inefficiency of transfection using BAG vectors retrofit with only selectable 
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markers as taught by Kim et al., which necessitated time consuming and 
expensive antibiotic selection of transformed cells; and the very high gene 
transfer efficiency of the amplicon vector of Wang et al, which would allow the 
skilled artisan to obtain a large number of mammalian cells comprising BAC 
clones without the need for antibiotic selection. 

Thus, viewed in context, it is clear that the nature of the problem to be solved in the 
method of Kim et al is only one of the facts, which, viewed as a whole, provide motivation to 
combine the teachings of the cited art. Applicant's position appears to be that once a method is 
developed to the point that it is operative one of skill in the art would not be motivated to 
improve the method. On the contrary, as stated in MPEP §2144, "The strongest rationale for 
combining references is a recognition, expressly or impliedly in the prior art or drawn from a 
convincing line of reasoning based on established scientific principles or legal precedent, that 
some advantage or expected beneficial result would have been produced by their combination. In 
re Sernaker, 702 F.2d 989, 994-95, 217 USPQ 1, 5-6 (Fed. Cir. 1983)." Thus, if the teachings 
found in the art express or imply some advantage or beneficial result of combining the teachings 
found therein, the skilled artisan would be motivated to combine the teachings. There is no 
requirement that a technology disclosed in a reference be wholly inoperative for its intended 
purpose or that an author or inventor explicitly state dissatisfaction with the fimctioning of their 
technology in order for the skilled artisan to be motivated to improve the technology. What is 
required for motivation is that the skilled artisan perceives some advantage or beneficial result of 
combining the teachings of the art. When the teachings of Kim et al and Wang et al are viewed 
as a whole, the skilled artisan would clearly perceive an advantage in using the amplicon vector of 
Wang et al, which would allow the skilled artisan to obtain a large number of mammalian cells 
comprising BAC clones without the need for antibiotic selection, as compared with the relatively 
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inefficient method of transfection using BAG vectors retrofit with only selectable markers as taught by 
Kim et al 

Next, Applicant contends that one of skill in the art would not have been motivated to 
improve the efficiency w^ith v^hich the vectors of Kim et al. are transfected into cells or reduce 
the expense associated with antibiotic selection. AppHcant's reasoning is that Kim et al does not 
explicitly state that the method of introducing BAG clones into mammalian cells was inefficient 
but merely notes that the efficiencies ranged fi-om 1% to 6%. Applicant contends, "Efficiency, in 
the context of cell transfection, is a relative variable that is dependent upon the particular cells 
used and the nature of the transfected nucleic acid construct. A transfection efficiency of 1% may 
in fact be considered very high depending on the particular cells and nucleic acid constructs 
used." 

This argument is not deemed persuasive. Applicant's point that efficiency, in the context 
of cell transfection, is a relative variable that is dependent upon the particular cells used and the 
nature of the transfected nucleic acid construct is accurate. However, in the instant case, the 
relevant comparison is between the antibiotic resistance gene retrofitted BAG clones of Kim et 
al and the ampUcon vector of Wang et al As Apphcant acknowledges, Kim et al teaches a 
transfection efficiency of 1% to 6% in SW480 cells and murine NIH-3T3 cells. As stated in the 9 
August Office Action (page 9), "Wang et al teaches a hybrid herpesvirus amplicon vector 
comprising herpesvirus cleavage/packaging sequence and a herpesvirus origin of 
replication. . .which is demonstrated to provide highly efficient delivery of DNA into a wide 
range of human cells (see especially Table 2)." A review of Table 2 shows that Wang et al 
tested the amplicon vector described therein in fourteen distinct cell lines and obtained an 
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infection efficiency of greater than 80% in all but two of them, which exhibited an efficiency of 
50%-60%. Thus, the skilled artisan considering the teachings of Kim et al and Wang et al as a 
whole would clearly view the transfection efficiency of the antibiotic resistance gene retrofitted 
BAG vector of Kim et al as inefficient relative to the amphcon vector of Wang et al and would 
therefore perceive an expected benefit in substituting the amplicon vector. 

Next, Applicant again argues that the transfection efficiencies obtained with the antibiotic 
resistance gene retrofitted BAG clones are more than adequate for purposes of detecting and 
analyzing the expressed transgenes. However, as discussed above, the relevant question is not 
whether the vector of Kim et al is "adequate" or "inadequate", but whether the skilled artisan 
would perceive any benefit in substituting the amplicon vector of Wang et al Even if one were 
to accept that the antibiotic resistance gene retrofitted BAG vector of Kim et al was "adequate", 
for the reasons discussed in the previous Office Action and herein, the skilled artisan would 
recognize that some advantage or expected beneficial result would have been produced by the 
modification of the teachings of Kim et al according to the teachings of Wang et al Thus, the 
skilled artisan would have been motivated to combine the teachings. 

In the second full paragraph on page 13, Apphcant contends that there is no evidence of 
record to suggest that antibiotic selection of transfected cells was considered "time consuming 
and expensive" as asserted by the Examiner. Applicant asserts that there is nothing to indicate 
that persons of ordinary skill in the art were seeking to eliminate the use of antibiotic selection. 

This argument is not persuasive. As pointed out in the previous OfiBce Action, Kim et al 
teaches that the obtaining populations of mammalian cells using the antibiotic resistance gene 
retrofitted BAG clones comprised 3 weeks antibiotic selection. Given that time is consiraied and 



Application/Control Number: 10/035,2 16 Page 7 

Art Unit: 1636 

resources (including antibiotics, cell culture medium, labor, etc) are used in the process of 
selection, it is reasonable to conclude that the process is time consuming and expensive. 

Finally, in the paragraph bridging pages 13-14, Applicant contends that substituting the 
amplicon vector of Wang et al for the antibiotic resistance gene retrofitted BAC vector of Kim 
et al would not eliminate the need for extended antibiotic selection because the method of 
making the amplicon vector of Wang et al also requires antibiotic selection. 

This argument is not deemed persuasive. The assertion made in the prima facie rejection 
is that skilled artisan would be motivated to make the amplicon vector of Wang et al in place of 
the antibiotic resistance gene retrofitted BAC vector of Kim et al because, once made, the vector 
provides the benefits resuhing from a high efficiency of infection. Although the process of 
constructing the ampUcon vector requires antibiotic selection, this does not negate the expected 
benefit relied upon for motivation because, once made, the benefits of high efficiency gene 
transfer are realized each time the vector is used. This is in contrast to the antibiotic resistance 
gene retrofitted BAC vector of Kim et al, which requires antibiotic selection each time it is used. 
Furthermore, the fact that antibiotic selection is used in making the amplicon vector of Wang et 
al does not negate the overall benefit of making and using an amplicon vector relative to the 
antibiotic resistance gene retrofitted BAC vector of Kim et al because construction of the 
retrofitted BAC vector also involves antibiotic selection (see especially Figure 1 and the caption 
thereto and Table 1). 

Applicant's arguments have been fiiUy considered but are not deemed persuasive. 
Therefore, the claims stand rejected under 35 USC § 103(a) as obvious over the art. 
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Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS firom the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated fi-om the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS firom the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications firom the 
examiner should be directed to Daniel M Sullivan whose telephone number is 571-272-0779. 
The examiner can normally be reached on Monday through Friday 6:30-3:00. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Remy Yucel, Ph.D. can be reached on 571-272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained firom the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained fi-om either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toU-fi-ee). 

Patent applicants with problems or questions regarding electronic images that can be 
viewed in the Patent Application Information Retrieval system (PAIR) (http://pair- 
direct.uspto.gov) can now contact the USPTO's Patent Electronic Business Center (Patent EBC) 
for assistance. Representatives are available to answer your questions daily fi-om 6 am to 
midnight (EST). The toll fi-ee number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, 
the number of pages and the specific nature of the problem. The Patent Electronic Business 
Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's 
Patent Electronic Business Center is a complete service center supporting all patent business on 
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the Internet. The USPTO's PAIR system provides Internet-based access to patent application 
status and history information. It also enables appHcants to view the scanned images of their own 
application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786- 

9199. 



Daniel M. Sullivan, Ph.D. 
Primary Examiner 
Art Unit 1636 
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